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mmm 

FAM3D tC^ff 3 tri^ OX 7 x* *-8SfiEK:«k£> «I^$7j & 

(NSCLC) tt, mmm(DS0%m< J&t>«fc<jLSftSJBSBT*S (American 
Cancer Society. Cancer Facts and Figures 2001 (Am. Chem. Soc. Atlanta). 

2001) . jz¥mSClCi*mftM3i°V&Wi2nfc^tz#>, &*<n&W&ffik (multi- 
modality therapy) <Dmmz%frfrfr<b-?. £#W*UO^£#$5fctlOX£:<&< 

£ o (Fry £>, Cancer. 1867-76, 1999) D gfcx, ^^SfflV* 

l:Stot^§ (Chemotherapy in non-small cell lung cancer: a meta- 
analysis using updated data on individual patients from 52 randomised 
clinical trials. Non-small Cell Lung Cancer Collaborative Group, Bmj. 
311: 899-909, 1995). Wtf/ulzMl'X. i/>*1— fc!lfi$£>J£ra tf#l£<D^ 

£<h : b£i:oi§-& ; b&o£:(Kris<D, Proc Am Soc Clin Oncol. 21: 292a(A1166), 

2002) . 

m^m^nx^^o mz.it* 77^^n^7>77i7-f (ftd ommm 

tt, m®*T)V\Z&^XR&si&ft^m<Dfemzm%>X&2> (He£, Cell 99:335- 
45 (1999)) . Z<DmmU. &^'&(D7 7 )l*z/Mk\Z&?f?Z>R&s\ZMm'tZ>i% 

mi/t?-t)\'m&&m.m-r2>frtt)\zm?£2nrco WMMB^wn/^n^tjvr^ @ 
mcDtzmzftfrnti. msw^ ; ? u--r)vtKWx$>z> hy^yx^-^tm^M 
ommi&^t. t hx(D&&i&m\z&^x. &mRfo<D&m&&z&u&£&<D± 

frW^i^O&i^M^tlT^?. (Lin6>, Cancer Res 61:6345-9 (2001)) . 
J- d 1/ y^r-r— Xt M^JSTI -57 1 ttbc r-ab 1 >M K £^1RW ttm&itT 
Z>h(DX$>Z>o ^CD^PJtebcr-abl^o if<Dmi£W<zfe\i<\:tf&!toM(D 

mmmmz^xmwu^m^rzrm^m^m^m^m'r^rctbizmn^ 
ntz. znzwmmcommiz. &mmtemfc?m®<o&mt£&&fflffl-rz>&?iz 

^1f-f >^tlTVi-5 (Fuji tab. Cancer Res 61:7722-6 (2001)) . b7c^oT, 

&Mm\z&^T5£m.rf{&m-zn2>m.te : ?my>}\*, mmmmifl&mf&rziz 
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(EGF), ^-SV^iifil^F^S^BflaCVEGD^It^^^enT^^o ZLOmntf 

mm%i$k*%iTz>z.£\zt£z>o tfA,\zttVTfflf&mmftm&m?irimz. M^tn 

15 

*%mmt>\t.. mmz&^Tmi%±&tfn.t>nz>i&fcT&mm£isT. mm.<D 

%tt&&FAM3D^mmizt£®ii£i*:rch%\z. mmnmiztt-rz&titiiMmm 
20 mfcmftmm^n&z\£&w%fr\zvx*mn*K$L^fc 0 
-rtztittmnte, &-f(Dmmmj&%}. $>z>w*jjmzm-tz>o 

mmz&^TFAM3D&mm.Tzffli&*mw^%fc&<DmM®.j&®) a 

25 C3] FAM3DtC^-r-55i^\ ^E/ 7 D-^^TfeS C 1 ) KIB^E 

C4D ffi&<Dx.7 ?-mm&. &ifc&Lft&Mmm^ftm. &&&&&&&& 

(5) #:<Z)X;g£^tf, FAM3DSr^-r-5M^I^#*r^)^:66^}*o 
30 1) FAM3D tC^^-r £ iri# £ t& 1 5FAM3D &5£%L-? Z> fflmz £ it £ X@ , 

2) SfllBFAM3D^^t-^ifflJlS^^bfcMfEtn:^CDX7ai^^-^^ 

C6) FAM3DSfc«^-(D^^lcStt^»r)t. t> L< H^n^^^-T^ ^ 
35 i^T^^DNA^W^^^LT-^Wr^. FAM3D^^"r^^^M-r 

C7] FAM3DSfcfct^©fc&¥WK:i&tefc»rK-. t> b < te^n^ «r^-TS 31 
i^-Zr^^DNASfeMfla^^-r^XS^r^ti. FAM3D£fgf|-r&*fflfl£ 

ic*rr ^ x 7 x * ^ £ ^ trt^ & mm-r % tz &> <dji& 0 

40 *5£WiZ* FAM3D\Z&£i?&trift*m%}f$.ft£LT<£m-T2>. »X7x 
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\zm?z>o *%w\z&w2>m.mm!&mt. fam3d 5#t# t m^w \zn 
5 ftmmomT* c dnavt >?uyv< \z& ^a^^iM &u 

tC«fcoT3-H$n^^>A^K©o^. FAM3D£igfrr3ia##FAM3D£^ 

15 ^K&HTfcL ^BflSK^(cytoplasmic granules), ^^(golgi), &i;MBfl£ 
SfM(cytoplasmic membrane^tf^ft/^fl^tlfco Sldig^i&^^FAMSD 

20 hlt^c. c(d^>a°^m«, ^zm^tz^z)\z. mmz&^Tiz. ±\zmm 

H3g&(cytoplasmic granules), & ^^^^(golgO^^^^S^^n^: £ 
ttSiSV^^II/^;!^ ^<D^/jN^J9S^iM)^{C*3^Si^^^«, FAM3D# 
25 FAM3D^^-r-5iaafla^liT, FAM3D^f Stri#^X7a:^^-a^^/FC 

-tfhmm<Dm±\z?£mvT^%ini%fti : -%ti&&^z\t 
30 -miM<Dftifitf&/vmMftT'-mT*&z>z\t 

is rcjfc^s < mmmm \zta^-Dx^^z\t 
£K>M:i£mz\z. tc£?l&. mmmffiTzinmtfmmmmimzmmisT^z 
mplx. tf/v®&*ffifcTznmz&v%m.w.mm&i&<Dn&tf-z 

35 #T*&5o ^Ilitffl©+T*, tnJ£m&fflm£m&MMtfm&'?Z>M&\z\Z. 

^n&^^a^-r&So — &(D^mz. i )X>F£<Di&&<DWzmmftiz 

40 J&03&£n5(endocytosis)i§-&#&3 e in#K:fcV>T fcl^tC, m^mtn^Z 

i&Gisrcm.mmti&n\zwLK)&$.nz>m'£tf&2>o z\<D&ot$mmz&ix$iW 
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5 lfi$£n& Clefts. Vfctf-DT. Vite<DJL7 3L!7?--mm$:Mm-rZ>£$lZ 

te&TW z frizz ntzo 
*mmz&^Tx.7^9?-mm£iz. tn&vfe&mmFcwm^Tzmmm 
10 mftm*m?o $>z>wz. m^jzm^vrzL^oFcfr, ^(Dffim*m-?z>nm& 

J: K) Mfc&)\Z\Z. ia##t#&»IWf£ffi (Antibody Dependent CeU-mediated 
Cytotoxicity; ADCC), ffifc&MfeMl&M'gtt-M (compliment dependent 
Cytotoxicity; CDC). *5<fc OTfQ?gte(neutralize activity)**, ta#:(DX^ x ^ ^ 

trt^fe^tt^aflSI^Sf^ffl (Antibody Dependent Cell-mediated Cytotoxicity; 
ADCC) : 

*fuzf*) ><D5-£, IgG, IgE, &£V>taIgA^XC7MA/ ^D^U > 
cDFcM^tt, ^n^ntC#^6tJ^:Fc^#:^itO)ffl^#ite-r^>. ^JtrTSFc^: 

20 mw^-t^mmz. mfamt££iz&&i,fziTifc$:mwLisTm£-t2><, tzt^, 

25 X7x^^-»titS^iT, ADCC^^(D«i:5lc:ES'J-r^^^*^>o 
ADMC : IgGtiimz£Z>-?t7U7T — 3?©iSttfltfMk &<fctf 
ADCC : IgGta^^^SNK^flSOfi&^l:^ 

*^Bj^^^^>ADcc©x7a:^^— auiaoasttiBJtsnfeVi. -r&*5-^ 

V^P^T-v^X^x^^-^t-r^ADMCJS^HJcDADCC^^n^c 
30 #tCtri^^fflV^^©^fc43^T«> ta^CDADCC^tfiffi^i^cDmS^ 
ZXA«UTI^ £ £ 2 tlT^ (Nature Med., 6: 443-446, 

2000)o 7ci A^CD20m^=^^ ^tn[#:(D^^^ADCC«hC0^^75:||^^ 
^£tX7c(Blood, 99: 754-758, 2002). IfciibT, *S^^^43UTt>, ia#(DX 
7 x ? ^ -^<D * TADCCte^ \zmmX'$> Z> . 
35 ^iA^K^Ea^ffl^^^LT^^/N— fe^> (Herceptin) ^>U^=^it> 
(Ri tuxan) (Dtriffi^moaE^^^^xXA©— -QtiADCCT^^ <S>nW 
-5. ft:i3ffir^fcME#te?Lrt*A,©, Sfc«#te##$**r>U >nm (non-Hodgkin's 
lymphoma) (DfeWM~CfoZ>o 
Ig&CDtZ.Z. ADCCtC^^MI^^ffl^^xXA^, %>&^(D&0\zm. 
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^-^^wt-smttt^ns. 

M#&#143fflJ!£l^$f1^(compliment dependent Cytotoxicity; CDC) : 

z\ fr\z-znx^z>. tc£?utt htKmz&^T\*. izMtigzw-smm 
zmmt-fz. — tj, igA, i g D, fe^tfrgEte, -&mm&&mmtvt£i<\ 

1 0 C5b-9(membrane attack complex; MAC) £ £fiTT So u7bl $ nfcMAC 
tt % X !7 x # * HffllS fcft #"T * £ £ & < SfflifeM^ "7 -f £ I^ST S 

mzK&&Vf&. dOTttCfcoTTK^mAO^Bt^S. -twig*, 2fflJi£BI<D 

v^snwso -^(orcsb. Mkciz£&fflmmmftmtein&<D&mmz&ifti'T 
us. ADccicDc^tBst^^-rs 3: <tft< mmmmftm ^usa-rs z\l^x 
#s c u^u £#rtK::fc^Tte, mmzte. z\n*><DmmmWftm&. 

20 {Cf£fflLT>>S^fc&S<h#*6nWS„ 
^fP^t^Cneutralize activity) : 

i&fc(Dft&&>&mhT&m&&fo%z\£tim*>nx^z>o tzt^t^^jv^izM 
25 -rsttfrtwtt, v^)\s7.<Dmmm<D&&<Dfz&\zn&o&&&^&?zm&&& 

fflm^v^c )ix<Dtp%u(Dfcit>\zFc&!&mfrz>x.7 x.? $-mm*^-?z>$iWx 

^#:^XK:*£<#;#LT^S. IgG, IgE, IgA;7 ^ XOffite<DFcm 

mz j tn j en\z&m&)tsiFcg:&mzi&'£ris. Fc^^^mm^mti^rzo , 

#t#©ffllI&H h7>7.-#—h\zm<* 4# KIgG ^ ^ X£i##X 7 x ^ ^ — «b jia± 
35 OFc^#£?>LT, 3n^»©I7i7^-iMffittftt« tt#©nl*«*3^ 
^Lit^»^t3t^ADCC (tt#ft#ttlBBJI&»$) £«fc.K. ADCCKI 

Pg>E>n, Ja#:<Dpr^^^-&bfc«^^^-frSmHg^^{3CDC (tft#fe# 
40 ttfiflflg|«$) £P&£. 
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mz, adcc, &£zfcT>c<D^-fnj)\ $>z>wzffijjT*&z> 0 *mmz, 
5 ^icwr*. 

l)FAM3DKl*S^r*tt#*l»ePAM3D**S-r*IIBiaiC:««$1i-SXe, 

io *%w<Dmm&j&M&zw*Mfc&mw? ztc® (ojjmz&^T* fam3D£ 
smtznmz* &M<onit&x$>2>z\ tztz.fflft&/vfflm\z. 

A/iSfflflSGion-small cell lung cancer; NSCLC) \Z. #fg^:fctt<5FAM3D?g3!$B 
15 vitro)\Z&\,*TtgMZl±t>tlZ>o FAM3D&f£m-rZ>nm.£lsTtkfc[*i\Z$>Z>B& 

mzmuzu^. Tfct>ttRm\z* #ox*§£^tr, vnnfi/u<Dm#tt&&&& 

i) FAM3B\zm&irzmft&BifiAjmm\z&i3--r2>x.n* 
20 2) B&hmmiz&&vt£ffi&m&<DJL7x.??-mm\z&^Tm&Mfe$: 

mmz^m-t&^t&mmxsx^&o ^LTFAM3DK*rr<s>£i#«, mafi^m 

FAM3D£i^^ Static W7x 9 TFAM3D^r^T^ 

tr^Bj# <=> fam3d^k \,mm-vw&/umffiremmz$&% uxv^^ts: 

StlfcH. fc<h;U£ADCC£fg3!T<5>7c#>l::Wu IgA, IgE, & 5 V>teIgG<£>Fc 
35 gi^tt^^^gTS^. %.TcCDC$:5£m-?Z>rc&\ZlZ. Ja^OTcM 

mz. igw£rcm S GT*$>z>z\t&w.£is^ 0 LfcAbt, thcs^n^ 

fc^* ^SWCloning and Stem Cells., 4- 85-95, 2002)& £ SrfUffl LTf#3 £ 
40 t^T^^o 



ONC-A0407-US 



- 7/18 - 

mm<Dm®<Dvi^mmz\i b<Dfei$mi&*&&^tz**7inm* / £%iT*$>z>. 

&*V>ttk h&&<DBi%:mmz* ffijS©Jt^ffi«*S?^UT, hh-bh + ^ 

3gK, k htt#©T««*£*fifc-r*CDR*» 
SCD trC^CO CDRTS^T 5 &ffi(CDR graft) t> 'Aft ("Immunoglobulin 
5 genes", Academic Press(London), pp260-274, 1989; Proc. Natl. Acad. Sci. 
USA, 91: 969-973, 1994)o CDROg&KJ; D , ffittOSlg'SltSttjWtt&Sn 

k h(DFAM3D£|g|g-r3. nfc tfE^fcL k bit Jft ^(humanized 

antibody) tt>P?«n*. £©«fc "5 ICLT&fc £ X^oc^^-H 

#£LTWffl-tr&3„ fciAtf. »J^m®.£ ITIO^ 7*, <&5V>«ffi(&a 
6-f A/^o^U >{Cfi5fe-r^T^ /&E?iJ«:^/uTHT*>, k MgGOFcS: 

#f§HJ 5 7c 66 FAM3D * tz ttto&ft*?'? bfrZtZZ>m 

frtf%L&mtisTmm2nz>o ^wic^^sfam3d©*^«, tt«<D«-e 

J;D!iftL<}ikM:^t5. k hFAM3DCD^S@3^i. I^(c7 5 
25 /^6E^Jte&&T&<5(NM_138805)«> FAM3D<E>cDNAtf>:&SB2?lJ£gB?iJ# 

i \z, ^<Di&mmmz&-?Tzi-bisnz>7 $ ym&m&mpm^ : 21c 

30 7ci^«FAM3D^>A^M^7c^CDS>rM-^3- H-T^ite^^, &fcl<Z> 

35 7c^>/1^K£. titJ!^<hbT^ffl-r^3:<h^T#^)o FAM3D^>/^^7 

40 FAM3DON*^l-16lcv^^-;W^y^ H©#^E*^S'J^n^>o b7c^oT, 
fct AJiN*««0'> WK7*f h* (167a;iH$) * 
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mniz&tfziti&&'&&fc&<Df&&mtVTiti-£is^o -ru^. fam3d<d 

Uc^ot, FAM3D©M:$t Z\ £j&*T€r* pJ£«*££, 

A^-^-fif;U (Macaca fascicularis) , 7>htt (sacred 

baboon) , *«ktff>/o>;-&fo»jisgo^ (iBtftfMf ;w) 

£&5M0U >m^®^7K (PBS) ^£S&4£*fc£T#3R:fe<fctf»i9-r5 
:i^Tf5 t l?rS&5«, SiIiCMI^£, 7W( >Y^±7i?3.n>Y1zE 

20 jf^Kn zmKfcuT* ?i»cD^D-r > h^^y^^ 

25 <Dmm&m^rzft^kvrzm%mfrZfam&®®L-rz>z\ii\z£V). &&zt&M 

(Dft&(DX&T*fhm&Jkmfrt>ftM-?Z>Z.£iz&K>, nsmt^fs. 

M'fimtetf*) 2 0-±)l,Vifc$ : <£temft&^t$ 0 IgG^fctelgMte, FAM3D 
^>/t^K^^-r^>®^^e>, ^J^«FAM3D^>A°^K^^'&$-fr^:T>' 

&-C2t>\ZffimT2>Z\£\Z&r). mm-?2>Z.£tfT'£Z>o *5£W\Z3$\,*T. # 

fclgG^IgMSrffl ^2>Z.thT'%Z>o 

*3j;^cko^^L<«, ig?M»c«koTj»^*ffliia*a^-rsfc«)©ttH 

£^#Lfc^XD-^3ffl)|&&£;^£n£o 
40 ±IBcD^^Ba^ct^^XP — -?mmte. <ik%\<D-}5fti. #J;UiMilsteine>tf> 
^}4lC^oTSl!-B-r^)Cl«h^T#-5 (Galfre, G.43 <fct*Milstein, C, Methods. 
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Enzymol. (1981) , 73, 3-46) • 

mmM&iz&iTnznzM ?v k--?£, hat®®. (k#*+)->^>, 

Z\£tfX%Z> 0 WZ. SL-gEfl^tlfcU >AJ££, *&$iJBgtc#§i pJflE& k h ft * 

®$xp-?« (U266^if) £m£>-£ J £z>z.£\z<kK> , 5>yn9n\z&& 

pjmtzf%w.<Dt htfifczm^i-rz/^ -?v K-v^ii^ns (#pf?ug63- 

15 17688^) o 

^©k^^, &mA<D?>^?n\zmm?zi&m<Dmwmmzm 

*>A^K, ^>A^K^SfflHa, *7c^Jltl^(D^^I^^M^$n^tn:M 

T^^-r^ci^^Tr^^o 'Aiztri^m^mm^mm^m^. ud-7 

*ffl/fe£g&-&£-t!:TA-r:/U K-V£*#T, £CD/W H-T/5^^>A^K 
l^-TSk htft^^il©-r^>il«h^-e#^ (H^PI&$8fl92-03918-Si-, ffl 
30 ^^^^^93-2227^, H^H^$Slg94-02602^, ffll^&ll§&?6Sf§94- 
25585^, O^Hf^*SSI§96-33735^, 43ct ^ffl^^^^#^96-34096^^ 

#BS) o 

K:<fcoT^E{bLT, pn—}-)\,tfii£(DffiM\zmm-rzz\£&XZZ> a 

MU-?Z> Z. £ *>T*£Z> m?L\Z. Borrebaeck, CA.K.&i Larrick, J.W., 

Therapeutic Monoclonal Antibodies, MacMillan Publishers£b 

1990) £#J8D o Mz-ittfite&zi- FT&DNAS:, A-f K— T^&fcWfi 



ONC-A0407-US 



- 10/18- 

triteta. !]?'JXfl/>^'J D — Jl (PEG) t£E<Dm.*Uft=f-t(Dm&\Z&-D 

7^-li©M^^f$n5. IL-2^GM-CSFt(DS!ll-&^>A°^K^ 
10 in#<E>X:7x^ — m £ttT^5 (Human Antibody, 

10:43-49,.2000)o I7i^^-lM^kt5^ hTJO&^tey^TJ 
-OiLT, IL-2, IL-12, GM-CSF, TNF, ^5 ^tefrM^fctt^Sf 
(RANTES)ft £ £ £ ifil* €T 5 . 

15 i|£<i:<£>**^in#£L-T, hffi#S3fc<0ffitttti*J£m« (CDR) , 

t htfL&&&<DyU-&V — Z?mi& (FR) , *it^3e*««*$ttt h^fctt 

±.v£<d <fc ? \zn znrcitite *i%-\zizz>& xnmrr zz.t&'v&z. mz. fc£* 

20 zfffimmz'ft^Tnffi-rzztwzg&o m^tmmt. 

htf??^-. m^mm. mm. mm. sds#U7^u;pt5. Y¥)vn 
m.w.Wi. mn&M^fomzz&^tstfznziz&izznft^jj ? u-? 
^u-*. mvjizmiRvm.fr&tDitzz.nzjLiT. 

<h7&*7?#-5 ( r Antibodies : A Laboratory Manual! , Harlow & ck Z$D avid 
25 LaneiS* Cold Spring Harbor Laboratory, 1988) <> 

7°U^ >A7J^A43 J: tf7'D.T'f >G*7A$77^-f^f*7AtlT 

Hyper D. POROS, 43 cktfSepharose F.F. (Pharmacia) tf^&n&o 

30 «, 0il^^^>^^aThy^7^-, Mfc'&vu-? vtf?? ^ Vft> 

( r Strategies for Protein Purification and Characterization : A Laboratory 
Course ManualJ , Daniel R. Marshak£>£§, Cold Spring Harbor 
Laboratory Press, 1996) c ^D7h^7^ — O^MiZ, HPLC^FPLCft 
35 Z<Dmn?U-? h?77 4—lZ&K>mM-TZ>Z\i:tfT*%Z> 0 

mx\x. ®tytm<DMfe, mmm&ft&ViMTyt'Cfe (elisa) , mm&&. 

Tv^Vk (EIA) , tSLtftt&7v£'(fe (RIA) . 

zm^x. *mA<DiRi£<D&iM>m&m&&mM-rz>z\2iWT'%z>. elisat-^, 
^womfczyu— h±tcH^b, ^m<D^y/^^m^y°u—h±\zmiJu 
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fa©lfr^a fe^>/1^M<h^J3H£&fflT£££a*T£5o BIAcore 
5 (Pharmacia) £fflV>T, #f§BJ£#5ffi#©i££*Stt£Mfi-r<5 Z. tWVZ 

©MTT*, FAM3D£&SIT5fcMffllia£x:7x**-ttUI&££< 

10 -h-rs. swaniiac!)?R«*^ffi$nn«» ^(D^teADccsrijiarrsx? 

!ftaiO!>U^;p*^fl8tbTJtfe-rsIli:**T#S. SWS8lli&K:«> FAM3D£ 

Ltg4T5o #3RgHJl£:fe^T. S#S'fi4t5 k h^Oi«l t ITU ^ 
20 9yK tjHyh, -7h'J. -fx, Myi?. y~$, 

£>\ ^)V. kk, ^>/t>^-fc£&7K-r 5. tftffctt, 

£ n#i&# ^©Mfi§^ t> u < \,tmffi&<D&&i&<w&Vfz$ L i& □ w n© 

&it\tmm* &&mz\-&mw*.* 41ft**, la^ia, ^® 
isttau ^jtau mum* mm* ^mu^tmz, -mz 
®mztitcM&mm Ki&8a*fi/aiti:fi^t5 - £ a*T? # s . 

30 /-x, d-7>-| — ;k *5i^Mt:^- h u Sr^tMtiKD^IttiM 

^>HCO50) ) ^^CDjg^J^pT^^^ltife^^fflT^^^^T^^o 
T^m#m^ >i?)l> £ te^ > z^)VT)V u - )V £ t l~<(£ffl f £ £ £ £ . 

\zin.m<tM^m nxsiaHfc-rs z. t^x-g^o mmistc&ttmzmwuT >y° 

40 Mz3tm'T2>z\£tf7: ; g2> 0 
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A, fe U < &B$l&^T£>ljR)f&A (Injection under CT guidance or with 
thoracoscopy) £ £ £ *>T# SK, Mft;*J-x-^Jl/£;^A;3ffl 

10 So 

%mmT?&tittz.n*>&m&mizmvi'rz>z.£tfx~&z>o &&&& 
\*-rz>T>NA&m.te?%immw??-izm au 

15 zsmmzfoCTmt-tzfiK mmmx$>ratz\n^^mmizm^r^z\t^x 

FAM3Dir[#ta, £#Kl:fcV*T* FAM3Df8Slffllia»C*#T«>X7x^^— *8 

*SeS©HA**St>©©, FAM3D£i#:£>J3*«, lB^fcO, 0.1 ~ 250 
20 mg/kgTr££o iI3t, j£A (^M60kg) lA^fcOOMtt, 5mg~17.5 
g/day, $?£L<te5mg~10g/day, <fc 0 £ L < telOO mg~3 g/dayT& -5 . 3x 
4A^r^a-^tlT(t 2 B ~ 1 0 B fflmx, 1~10@, fctAtf3~6 

25 &mm.TZZ\LrfT*%&DNA&rMMm&&®f&ft£lsT^m-rZ>* FAM3D£ 

^r^mmzMT^jiy^^^-mm^mr^tn^mmr^rcisbcD^WM 
hv<te^nz&5£m^zz\tfrx-%&BNA%.r£iZMmv>. fam3d^^t^> 

30 itlC&ttS&fflKWr^o 

FAM3D«t^0>S-^tt» -?-©X7x^^-ttlffi»c:cJ:oT^aaia*l$*"rs. 
bfc^oT, FAM3Dft#££#rtfc«£T* St#©«#£EI 

^^bT^net/Otft^. FAM3D(D^^Wt^t4^»fjt<hH. FAM3D 
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DNA r 7^7^>H, FAM3D*^tt^-©»r)t^3-H-r^>DNA^3i^f<C% 

15 i/hn^M^^- 75VrM;ux^^-, y^/Gi 

^3ilBbfcDNA*^-*!y HDNAibxamtCiAt, fg3!£it& £ <h 
SK1> ^^^>/N°^K^^-r^>cl<h^T*#^^^^-^^^«DNA^^A 

25 stmrnrnz, a#©^^^T^iE^>A o ^s^m^L, swt-r^fit^^ 

30 fcSW*#589§tt. FAM3D£fctt^©ft£^W£iSte&»r>*\ fcb 

<~> CI £a^#5DNA£fcfcMJHJI&£&#t'SIii£^tf . FAM3D£f£ 

35 d^^T^-So 

250 mg/kg/day fiWut^S. W^ift-^fctt, fc£*.#&TixfcK 

&2>WZ&ffi&.mU£&^3inz>o J&Al A&fcDcD&^Mte, iiST, 5 mg ~ 
17.5g/day, ffiL<tt5 mg~10 g/day, <t D £ L < 100 mg~3 g/day 
40 £o 
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\zm.&Ati*>nz>o 

01H trCFAM3DtfL^^ffiV^ADCCT^-fe-rO^^^-r0T*a5?)o EI*, 
5 ffi«llfc):iHlll3ft3*£&(%). &mtX.7*??-Mm:&&MM)t(E:Tlt)&7Kiro 
MJ®M^ft&\Z* % specific lysis = 100 x (experimental cpm - 

spontaneous cpm)/(maximum cpm ■ spontaneous cpm) 13 J; D<lt8£>fco 

experimental cpm : (I^SfcWcpm) &4kmz&^Xfflfe2ntz±.m ©fHBMB 
spontaneous cpm : ( g % fi^Jcpm) A>y#^>F <£> Ehl&M 
10 maximum cpm: (SfcfcfHStft) «»«*nfc«Wfflia<Bf|-8cfa 



mi 









ffifflS (ADC) 


PC- 14 


RPMI- 1640(10%FBS) 


Tokyo Medical College 


LC319 


RPMI- 1640(10%FBS) 


Aichi Cancer Center 


NCI-H1373 


RPMI- 1640(10%FBS) 


ATCC (CRL-5866) 


BM¥-±fe& (SCO 


RERFLCAI 


DMEM(10%FBS) 


RERF 


EBCl 


DMEM (10%FBS) 


Okayama University 


NCI-H2170 


RPMI- 1640(10%FBS) 


ATCC (CRL-5928) 


NCIH226 


RPMI- 1640(10%FBS) 


ATCC (CRL-5826) 


'mmm (sclo 


DMS114 


RPMI- 1640(10%FBS) 


ATCC (CRL-2066) 


SBC-3 


DMEM(10%FBS) 


Okayama University 


SBC-5 


EMEM(10%FBS) 


Okayama University 







SMMB (ADC) ; LC319, PC-14, NCI-H1373 
20 l*OT±&« (SCO ; RERF-LC-AK EBC-K NCI-H2170. NCL-H226 

(SCLO ; DMS1 14> SBC-3, SBC-5. 

25 — g& (28~172^»^<k^69~208^) \zm^^>^ >/t^K©gf^^^An 
tz. 

mmm, 0 x ioto *mmi$v>7u—)-)v$ifc (paw ^fctt^u-^igG (** 
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m) t£h\z. iwmm-i >+a^-hUc. ira&u (pbs) 

Ti5fe#L£:^ FITC^fgAlexa Flour 4884 , T4 < C-Z?30#fiJH >^zl^— h bfco 
SfflJ§S£PBST}fe?£U 7D- tMh* — ^— (FACScan, Becton Dickinson) 
#rL-TModFitV:7 h7x7 (Veri ty Software House, Inc.) HiOI^flAc. ¥ 

5 sm^g (mfi) 7d-^ h^-^-sygoiw <,&9>nznmwm%i 

ftFAM3Difi#:BB016£ffll,>T, LC319, PC-14, NCI-H1373, RERF-LC-AK EBC-K 
NCI-H2170, NCL-H226, DMS114, SBC-3, 43ctD^SBC-5^IJIS±©FAM3D^JgS:ML. 
fro tom^. iaFAM3D#E& (BB016) it. (2*RB) ^m^T^^D^M 

10 V>Jt>Te£$«C^Lfc (^2) o 



2 







FAM3D^Sl(MFI a ) 


LC319 


ADC b 


14.5 


PC14 


ADC 


5.7 | 


NCI-H1373 


ADC 


5.0 1 


RERFLCAI 


sec* 


5.6 


EBC-1 


sec 


2.9 


HCI-H2170 


sec 


19.6 ! 


HCI-H226 


sec 


4 


DMS114 


SCLC d 


5.9 


SBC-3 


SCLC 


6.3 


SBC-5 


SCLC 


29.9 



a ^myt&m. 
b mmm 



d 'mmm 

iMii^ 5i cr loofah hh\z3ix:T*immm^vfz'&, cnb©«io 
ftztizufiVTmmtfimzu-Dtco r m\zwfa-?z>m\zmmmnm.*2m 

15 *5fc#U ^(D^9G^^)V\5^V-Y\zmmVti (2 x lOmffiJO x;U) . kh* 
^ifiim^^fla (PMBC) £«t^Afr££PKU FicoU-Paque (Amersham 
Biosciences) ^a^3ffiiS4>#»iK:«fc I7i^^-»t UT^fflbfc. 

JH*&E:TJ± (50:1, 25:1, 12.5:1, £££6.25:1) (DmW)&fflffi.(T)£i£Z£jL7 x 
— jfflfl§(E)£, #[FAM3Dj?vffcBB016 (2ug/^xJI/) *fctt*#Batt#A— fe^" 
20 ^> (2ug/^ac;P ; Roche) <h<ht>£, 96^7x;HJJg:/l/— hlrAIM-ViM 

(Life Technologies, Inc.) 200ul<K 3MX\ 37 < C^T6B#PbK >^3.^- h L7cio 
SBC-5^fl&l£^T£^FAM3Dfivfc (BB016) ^ADCC5am«, ±Jff (70ul) <£> 

«rSWfl§Ffi? = 100 x (Hlfclftcpm- gfgtfJcpm) / (S*cpm - gfSWcpm) 
25 ftt^ 4^l$i§fi¥(£>fiJ-&£^£iiL£:. iaFAM3Dia#BB016<Z><£-£/itex:7x^ 
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7°^>l$. ^<~DfrO)mmz&^Tttmt^Tm^fro #LFAM3Dtri#BB016g 

mz^sBc-5mmzn^^w.^um^mmtmtb^nu^-z>r^ bboi6« 

5 mm±<Dmmv>-»im& 

t-^ 3 c: <t e> friz s ntco FAM3Bitm^/vX'm^m vx^zmfc? tux 

10 ffiiifflflfrBctC&^T. FAM3Vm&ft&TT*(DADCC?Amz&&MmimWtfmm2n 
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10 5. 2fc<DI@£^tT, FAM3D£f£PiTS$ffllfe^#T57ci$(W&o 

1) FAM3D \Z m&T Z> £ HU IBFAM3D £ fg3IT 3 *ffl Ife £ £ Ig , 

2) MfBFAM3D^^T^ifflflatC^bfcHfjSa$i;^(7)X7x^^-^tg{C 

<£ Trntzmmzmm-r sis 

15 6. FAM3D^rc^(D^#W^Si4^ifjt, t> L < te^tlb €^T^> £ £ 
*«T#SDNA&WS&J«^t FAM3D^^T^«{C*fr ^> 

x 7 x ^ ^ -mm & w-r s ta^ &mmr % rz <dmw». 

7. FAM3D*/c«^(D^^t^i4^»f>t> t>L<^n^>?:^-r^^^ 

20 i$^&jL7^??-mm*^%fofe*nM^&tz&<D^tiko 
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mmm 



